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1. This opinion contains indications relating to the following iters:

Box No. 1 Rasis of the opinion

Box No. II Priority

Box No. II1 Non-establishment of opinion with regard 1o novelty, inventive step and industrial applicability
Box No. IV Lack of unity of invention

Box No. v Reasoned statement under Rule 43bis.1(a)(i) with Tegard to novelty, inventive step or industrial
applicability; ciiations and explanations supporting such statement

Box No. vI Certain documents cited

Box No. vII Certain defects in the international application
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Box No. VIII  Certain observations on the international application

2. FURTHER ACTION
if a demand for international preliminary examination is made, this opimion will be considered to be a wrinien Opinion of the
International Preliminary Examining Authority ("IPEA") except that this does ot apply where the applicant chooses an
Authority other than this one 10 be the IPEA and the chosen IPEA has notified the Internatioga] Bureau under Rule 66, 1dis (b)
that writlen opinions of this International Searching Authority will not be s6 considered.

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applican is invited to submit to the
1PEA 2 wrinen reply together. where appropriate, with amendments, before the expiration of 3 months from the dawe of
mailing of Form PCT/15A/220 or before the expiration of 22 months from the priority date, whichever expires later,

For further options, see Form PCT/Isa/220.

3. For further details, see notes 1o Form PCT/ISA/220.
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Internarional application No.
WRITTEN OPINION OF THE
" INTERNATIONAL SEARCHING AUTHORITY PCT/ILO4/00661

Box No. 1 Basis of this opinion

i. With regard to the language, this opinion has been established on the basis of the international
it was filed, unless otherwise indicated under this item.

2. With regard to any nucleotide and/or amino acid sequence disclosed in the internatiopal
claimed invention, this opinion has been established on the basis of:

a. type of material
D 2 sequence listing

D table(s) related to the sequence listing

b. format of material

E] in written format

D in computer readable form
¢.  time of filing/furnishing
D contained in international application as filed.
D filed together with the international application in computer readable form.

D furnished subsequently to this Authority for the purposes of search.

the application ss filed or does not £0 beyond the application as filed, as appropriate, were furnished.

4. Additional comments:

D This opinion has been established on the basis of a trasslation from the original language into the following language
which is the language of a translation furnished for the purposes of internaticnal search (under Rules 12.3 and 23. 1(bY).

application and necessary o the

3. D In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been
filed or furnished, the required statements that the information in the subsequent or additional copies is identical to ther in

application in the language in which

]
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Box No. V Reasoned statement under Rule 43 bis.1(a)(i) with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

1. Statement
Novelty (N) Claims 2,3,5-7,39,40,49,53,55-81,88-185 YES
Claims 1,4,8-38,41-48,50-52,54.82-87 ) NO
Inventive step (IS) Claimns NONE YES
Claimos 1-185 NO
Industrial applicability (IA) Claims 1-185 YES
Claims NONE NO

2. Citations and explanations:

Claims 1, 4, 8-38, 41-48, 50-52, 54 and 82-87 lack novelty under PCT Article 33(2) as being anticipated by Deutsch et al. With
respect (o claim 1, the reference of Deutsch et al. discloses a multiwell plate that includes a plurality of wells defined by walls (40)
(See Figure 52) wherein each well includes a plurality of picowells. With respect to claim 4, the wells are rectangularly packed.
With respect to claims 838, see Figures 1-26 and related disclosure. With Tespect 1o claims 41-48, 50-52 and 54, see page 37, first
full paragraph, whick discloses the materials and laminated stucmre of the device. With respect to claims 82-87, see Figure 26 and
related disclosure that discusses the use of micromachined elements for adding, removing and/or detecting relative 1o the celis within
the picowells.

Claims 2, 3, 5-7, 39, 40, 49, 53, 66-80, 88-106 and 113-134 lack an inventive step under FCT Article 33(3) as being obvious over
Deutsch et al. The reference of Deutsch et al. has been discussed above. With respect to claims 2, 3 and 5-7, while the reference
does not specifically disclose the use of a 96 well format, it would have been obvious to one of ordinary skill in the art to employ a
96 well format for the known and expected result of providing a standardized well format that is compatible with the industry
siandard for automation of well plates. With respect to claims 39, 40, 49, 53, 66-69 and 73-78, in the absence of a showing of
criticality and/or unexpected results, it would have been obvious {0 one of ordinary skill in the art to determine the optimum material

and would have been obvious for the known and expected results of controlling the adhesion 6f desirable cells and/or preventing the
adhesion of undesirable cells. With Tespect o claims 88-134, based merely on the specific material of construction, it would have
beer: obvious 10 one of ordinary skill in the art to select a method of manufacwre which is asscciated with the specific material of
manufaciure 5o as to oplimize the construction of the device, :

54, to column 4, line 5). In view of these teachings, it would have been obvious to one of ordinary skill in the art at the time the
invention was made to provide the device of the primary reference with a gel matrix or cover far the known and expected result of
providing a means recognized in the art for maintaining a cell culture in a sealed configuraton while protecting the cells from a
surrounding enviromment that can be contarninated by the cells or the cells contaminated by the surrounding environment.

Claims 1-185 mee! the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed
can be made or used in industry. .
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